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1: HlV-1 gp41 Structure and Peptides 
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Figure 2: Correlation of C34 Inhibitory Potency With N36/C34 Stability 
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Figure 3: D-peptide Sequences 



DlOpepl : 
DIOpepla: 

D10pep3 : 

D10pep4 : 

D10pep5 : 



Ac- G A C 
Ac - KK G A C 

Ac • KK G A C 

AC - G A C 

Ac - KK G A C 



D10pop5a: Ac - KKKK G A C 

D10pep6 : Ac - G A C 

D10pep6a : Ac - KK G A C 

D10pep7a: Ac - KK G A C 

DlOpeplO: Ac - KK G A C 

D10pepl2: Ac - K K G A C 

Consensus Sequence c 



EARHREWAWLCAA- C0NH2 
EARHREWAWLCAA- C0NH2 

GLGQEEWFWLCAA - C0NH2 

DLKAKEWFWLCAA- CONE2 

ELLGWEWAWLCAA- CONH2 
ELLGWEWAWLCAA- CONH2 

SRSQPEWEWLCAA- CONH2 
SRSQPEWEWLCAA- COKH2 

LLRAPEWGWLCAA - CONH2 

MRGEWEWSWLCAA- CONE2 

PPLNKEWAWLCAA- CONH2 

XXXXXEWXWLC 



Where: 


G 




glycine 


A 




alanine 


C 




cysteine 


D 




aspartic acid 


L 




leucine 


K 




lysine 


E 




glutamic acid 


W 




tryptophan 


F 




phenyl al anine 


R 




arginine 


H 




histidine 


■s 




serine 


Q 




glut amine 
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Figure 4: Mirror-Image Phage Display with the D-IQN17Target 

1. Perform rounds of phage selection to identify binders to D-IQN17. 



D-IQN17 



Phage Library: 

c/sxxxxxxxxxxc/s 



•linker with trypsin site 
■ biotin 



2. Sequence individual phage clones 

3. Test for specified of binding. Determine if the phage bind to the g P 41 
region of D-IQN17. 

D-IQN17 

D-IQN17 blank D-GCN4-plQl (G36W) 



i t.Yifi?! 

4. Synthesize D-peptides. 

5. Assay anti-HIV activity of D-peptides. 
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Relationship of D-peptides to IQN'7 



Figure 5A 
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Figure 6A 
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Figure 6B: IC50 Data for D-Peptides: 



D-Peptide 


Approximate IC50 Value 




(from one or more experiments) 


DIOpepI 


2x10" 5 M 


DlOpeplA 


3x10' 5 M 


Dl0pep3 


1 x 10* 5 M 


Dl0pep4 


3x10' 5 M 


DIOpepS 


3x10' 6 M 


D1 OpepSa 


6x10' s M 


D10pep6 


3x10* 5 M 


D10pep7a 


4x10' 5 M 


DpepIO 


6x10' 5 M 


Dpep12 


2x10" 4 M 



D10pep3 «i show anti-viral effects 
D1 0pep4 V with IC50 values of 
DIOpepS J less than 1 x 10" 4 M. 
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Inhibition of HIV-1 Membrane Fusion by a D-Peptide 



Figure 8A 
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Syncytia Assay with no D-peptide 



Syncytia Assay with [100 \M] peptide 
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Figure 10: Conformation of D10pep1 in complex with IQN17 
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Figure 11U 



Dookot/AppNa.: 0399.1192-008 
Title: Inhibitors of HIV Membrane Fusion 
^Inventors: Debra M. Eckert, et al. 



ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

ATOM 

END 



1252 
1253 
1254 
1255 
1256 
1257 
1258 

1260 
1261 . 
1262 
1263 
1264 
1265 
1266 
1267 
1268 
1269 
1270 
1271 
1272 
1273 
1274 
1275 
1276 
1277 
1278 
1279 
1230 
1281 
1282 
1283 
1284 
1285 
1286 
1287 
12 8 8 
1289 
1290 
1291 
1292 
1293 
1294 
1295 
1296 
12 97 
1298 

12 99 
1300 

13 01 
1302 
1303 
1304 



OK2 
OK2 
OH2 
OH2 
OH2 
OH2 
OK2 
OH2 
OH2 
OK2 
OH2 
OK2 
OH2 
OH2 
OK2 
OH2 
OH2 
OH2 
OH2 
OH2 
OH2 
OH2 
OH2 
OK2 
OH2 
OH2 
OH2 
OH2 
OK2 
OH2 
0H2 
OH2 
OH2 
OH2 
OH2 
'OH2 
OH2 
OH2 
OK2 
OH2 
OH2 
OH2 
OK2 
0H2 
OH2 
OH2 
OH2 
OH2 
OK2 
OK2 
OH2 
OK2 
CL-1 



TI? 
TI? 
TIP 
TI? 
TI? 

TIP 



TIP 
TIP 
TIP W . 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
TIP 
TIP 
TIP 
TIP 
TIP 
TIP W 
TIP W 
TIP W 
TIP W 
TIP W 
CL I 



101 
102 
103 
104 
105 
106 
107 
108 
109 
110 
111 
112 
1 1 7 



114 
115 
116 
117 
118 
119 
120 
121 
122 
123 
124 
125 
126 
127 
128 
129 
130 
131 
132 
133 
134 
13 5 
136 
137 
138 
139 
140 
141 
142 
143 
144 
145 
146 
147 
148 
149 
150 
151 
152 
1 



20 . 897 
.19.191 
■ 23 .958 
18.433 
22 .253 
21.797 
21.437 
14 .907 
15.635 
19.533 
18.747 
21.131 
17.303 
18 . 939 
14 . 666 
17 .408 
12.106 
10.138 
14.125 
6.987 
8.699 
11.912 
7 .712 
0 .300 
18.739 
8.341 
6.665 
13.178 
7 .700 
17 . 038 
9.682 
11.568 
2 .602 
10.743 

13 .070 
9 .262 

12 .139 

14 .403 
11.017 
10.451 
11.223 



42 

44. 

50. 



31.301 
42 .582 
41 .188 
46.716 
48 .547 
41.049 
46 .210 
42 .959 
456 
10 
'36 
52.757 
55.311 
58.215 
59. 680 
62. 649 
51.533 
60.131 
60. 999 
65.584 
65.761 
66.582 
69.520 
66.328 
12 . 093 
. 17.901 
20. 667 
21 .216 
21.187 
26.024 
31.384 
29.117 
3 0.2 87 



8 .196 
3 .381 

13 .735 
2 . 524 
2 . 024 
0 '. 486 
0.060 

14 .261 
17 . 041 
12.012 

0.421 
13.184 



41. 812 
38 .706 
44 . 518 
53.137 
57 . 453 
71.423 
75.713 
65 . 048 
70 . 691 
51 .168 
48 .059 
42 .027 
39.150 
41.584 
40.945 
36 . 624 
33 .288 
53 .850 
41.869 
36.734 



18.254 
21. 453 
26. 907 
22.922 
25.042 
34.496 
33.535 
21.380 
19.119 
3 3 . 666 
29. 399 
28.680 
3 8.133 
28 . 845 
28.964 
28.522 
23 - 810 
37.626 
36.831 
27 .400 
30.950 
33 .458 
31.053 
28.053 
36.575 
23 .874 
30 .766 
32 .229 
21 .255 
19 . 828 
16.376 
15.187 
27 .387 
16. 813 
12 . 664 
939 



1 .00 
1.00 
1.00 
1.00 
1.00 
l.OO 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1 .00 
1 .00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1.00 
1 .00 
1.00 
1.00 
.00 
.00 
,00 
.00 
.00 
.00 
.00 



38 .40 
55 .18 
78.30 
54 .59 
59 .94 



.60 



14 
17 
15 
23 



554 
838 
035 



1 
1 
1 
1 
1 

1. 00 
1.00 
1. 00 
1. 00 
1. 00 
1 . 00 



21 . 172 
21 .387 
17 .717 
19.325 
17 .393 
18 . 549 
19. 991 
24.577 
15.034 
18.134 
23 . 650 
28 . 444 
27 .569 



1.00 
1. 00 
1. 00 
1.00 
1. 00 
1 . 00 
1. 00 
1 . 00 
1. 00 
1. 00 
.1.00 
1.00. 
1.00 
1.00 
1. 00 



78 . 
75.53 
54.65 
58 .03 
80 .58 
60 .97. 
55 .70 
72 .59 

79 .75 
50.64 " 
74 .43 
89 .64 
89 .60 
78.03 
63.28 
64 .96 
45 .24 
89 .81 

83 .63 
68.16 
69.12 
79.31 
55.97 
66 .56 
40 .17 
77 .12 
59.43 
64.52 

84 .35 
61 .24 
51.92 
56.22 
66.72 
71.76 
58.85 
84 .46 
'66 .14 
51.91 
73 .18 
80 . 66 
74.07 
97.41 
78.10 
71.76 
55.41 
34.32 
53.88 
62 .34 



Figure 11V 



